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Prednisone, Azathioprine, and
N-Acetvlcvsteine for Pulmonary Fibrosis

The Idiopathic Pulmonary Fibrosis Clinical Research Metwork™
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Prednisone, Azathioprine, and
N-Acetylcysteine for Pulmonary Fibrosis

The Idiopathic Pulmonary Fibrosis Clinical Research MNetwork>

CONCLUSIONS

Increased risks of death and hospitalization were observed in patients with idio-

pathic pulmonary fibrosis who were treated with a combination of prednisone,
azathioprine, and NAC, as compared with placebo. These findings provide evidence
against the use of this combination in such patients. (Funded by the National Heart,
[ung, and Blood Institute and the Cowlin Family Fund; ClinicalTrials.gov number,

NCTO0G650091.)
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A Phase 3 Trial of Pirfenidone in Patients
withh Idiopathic Pulmonarv Fibrosis

Talmadge E. King, Ir.. M. D., Williarm=s=on Z. Bradford, M. D, Ph_.[D.,
Socorro Castro-Bermnardimi, M. D, Elizabeth A. Fagan, M. D,
lamn Glaspoale, PM_B., B.S., Ph.D., Marilymn K. Glassberg, M. D., Eduard Gorina, M.,
Peter M. Hopkins, M. D, David Kardat=zke, Ph_. D, Lisa Lancaster, M.,
Drawvid . Lederer, M. D, Steven D. Matharn, M. D, Carlos A. Pereira, M. Dr_,
Steven A, Sabhn, M.OD., Robert Sussmamn, M. D, Jefifrey |. Swigris, .
arnd Paul W. MNoble, MDD, for thhe ASCEND Study Growup™

CONCLUSIONS
Pirfenidone, as compared with placebo, reduced disease progression, as reflected
by lung function, exercise tolerance, and progression-free survival, in patients with
idiopathic pulmonary fibrosis. Treatment was associated with an acceptable side-
effect profile and fewer deaths. (Funded by InterMune; ASCEND ClinicalTrials.gov
number, NCT01366209.)
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| Long-term safety of pirfenidone: results
ERJ M of the prospective, observational
=t  PASSPORT study

: research ' Vincent Cottin @2, Dirk Koschel?, Andreas Giunther*®, Carlo Albera®, Arata Azuma @7,
; C. Magnus Skild®®, Sara Tomassetti'”, Philip Hormel'’, John L. Stauffer'’,
Indiana Strombom !, Klaus-Uwe Kirchgaessler'? and Toby M. Maher'314

Patients with an ADR*
n=741(100.0%)

No dose adjustment Dose adjustment
n=383 (51.7%) n=358 (48.3%)

(Reduction n=248/358 (69.3%);
interruption n=158/358 (44.1%))

|

Discontinued Discontinued
Completed

(ADR n=168 (43.9%); (ADR n=114 (31.8%);
death/other n=115 (30.0%)) death/other n=105 (29.3%))

Completed
n=100/383 (26.1%)

In summary, no new safety signals were observed in PASSPORT when compared with the pirfenidone
RCTs and other post-marketing experience. The safety findings in this study are consistent with the
established safety profile of pirfenidone. Furthermore, dose adjustment had a favourable effect on
treatment persistence. This study also provides new data on the safety mings of patients within
pre-defined subgroups that support the established safety profile of pirfenidone. Identification of predictors
of early treatment discontinuation due to an ADR, including older age, female sex and prior steroid use,
allows better targeting of patient information to help manage ADREs in these patients.
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Eummobidel Tnv eveoKLTTAPIKN YETAPOPO

OWUC‘T@V TTOL OUUUETEXOUV O-Tnv Wollin L, Wex E, Pautsch A, Schnapp G, Hostettler KE, Stowasser S, Kolb M. Mode of action

QVQ6|QU(')Q(_I)QQO'[’] IVOTIKOL I0TOU of nintedanib in the treatment of idiopathic pulmonary fibrosis. Eur Respir J. 2015
May;45(5):1434-45.
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Efficacy and Safety of WNintedanib in Idiopathic
Pulmonary Fibrosis

Luca Richeldi, M., Ph.ol>., Rolamnd M. du Bois, M., Gamnesh Raghu, M. D, Arata Azurma, M. D, Ph.D.,
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for the IRNPULSIS Trial Investigators™
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Efficacy and safety of nintedanib in a
Greek multicentre idiopathic pulmonary
fibrosis registry: a retrospective,

ERJ observational, cohort study
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Efficacy and safety of nintedanib in a
Greek multicentre idiopathic pulmonary
ERJ fibrosis registry: a retrospective,
fobservational, cohort study

- open |
research ' Katerina Antoniou'"’, Katerina Markopoulou®”’, Argyrios Tzouvelekis
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TABLE 2 Investigator-reported adverse events in the safety population

Adverse events Proportion of patients with adverse event %

3'?'

Total adverse events reported 224 a9./

Gl events 173
Diarrhoea 110 45.0
Nausea/vomiting 26 10.7
Anorexia 18 1.4
Abdominal pain 11 4.5
Dyspepsia/bloating b 2.5
Gl bleeding pa 0.8
Reduced body weight 16 6.6
Liver function test elevations 12 4.9
Weakness 1" 4.5
Ischaemic events® 9 2.9
Hyperpyrexia 1 0.4
Others 4 1.6
Reduced dose due to adverse event &9 283
Discontinuation due to adverse event 32

Gl: gastrointestinal. *: myocardial infarction or ischaemic stroke.
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Real-life comparison of pirfenidone and nintedanib in patients with
idiopathic pulmonary fibrosis: A 24-month assessment

a.l

Stefania Cerri . Matteo Monari ™', Aldo Guerrieri “. Pierluigi Donatelli ©, Ilaria Bassi ",
Martina Garuti ©, Fabrizio Luppi®, Sara Betti *, Gianpiero Bandelli ", Marco Carpano ",

Maria Letizia Bacchi Reggiani’, Roberto Tonelli %, Enrico Clini "%, Stefano Nawva ™’

b,

- 2

ABSTRACT

Background: Real-life data on the use of pirfenidone and nintedanib to treat patients with idiopathic pulmonary
fibrozis (IPF) are still scarce.

Methods: We compared the efficacy of either pirfenidone (n = 78) or nintedanib (n = 28) delivered over a 24-
month period in patients with [PF, followed at two regional clinic centers in [taly, with a group of patients
who refused the treatment (n = 36), and who were considered to be controls. All patients completed regular visits
at 1- to 3-month intervals, where primary [forced vital capacity (FWC) and diffusing capacity of the lungs for
carton monoxide (DLCOY] and secondary outcomes (side effects, treatment compliance, and mortality) were
recorded.

Results: Over time, the decline in FVC and DLOO was significantly higher (p = 0.0053 and p = 0.037, respec-
tively) in controls when compared with the combined treated group, with no significant difference between the
two treated groups. Compared to patients with less advanced disease (GAP (Gender, Age, Physiology] stage I},
those in GAP stages 1 and I showed a significantly higher decline in both FVC and DLCO irrespective of the drug
taken. Side effects were similarly reported in patients receiving pirfenidone and nintedanib (5% and 7%,
respectively), whereas mortality did not ditfer among the three groups.

Conclusion: This real-lite study demonstrated that both pirfenidone and nintedanib were equally etfective in
reducing the decline of FVC and DLCO versus non-treated patients after 24 months of treatment; however, pa-
tients with more advanced disease were likely to show a more rapid decline in respiratory function.
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Disease progression: no staftistically significant effect
Mortality: no significant difference

Exacerbations and/or hospitalization: no statistically significant
effect

Lung function: no difference
Adverse Effects: no difference

very low quality of evidence
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IV methylprednisone with tapering

IV methylprednisolone without tapering

IV prednisolone with tapering

Broad-spectrum antibiotics combined

with macrolides

Antibiotic treatment only with signs for

an infection

Initiate either antifibrotic treatment

without preference

Always initiate or increase antacid drug ®
therapy

FIGURE 3 Main drug management approaches worldwide.



Prognosis and causes of death of
patients with acute exacerbation of
fibrosing interstitial lung diseases
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